***Background.*** *Naegleria fowleri*causes primary amebic meningoencephalitis (PAM), an acute, nearly always fatal disease. Cases are rarely reported (0--8 per year in the United States \[US\]), accounting for \<0.5% of diagnosed encephalitis. The presentation can be confused with other infectious meningoencephalitides and clinical and diagnostic expertise is limited, all of which complicate the diagnosis. These complexities, combined with the fact that the true incidence is unknown, raise the concern that there are potentially missed cases.

***Methods.*** A list of International Classification of Diseases, Tenth Revision (ICD-10) codes for undiagnosed possibly neuroinfectious deaths was developed using previously published data; ICD-10 codes from death certificates of known PAM cases; and expert opinion. US multiple cause-of-death mortality data for 1999--2010 were used to select deaths listing any of these codes anywhere on the death record. We then narrowed this group of deaths by applying known risk factors for PAM (age 2--22 years, high incident states, July--September month of death, and male sex) to estimate the number of deaths that fit the typical epidemiologic pattern for PAM.

***Results.*** Undiagnosed neuroinfectious deaths accounted for 0.4% (1,688/410,389) of all US deaths among 2--22 year olds during 1999--2010. Males comprised the majority of deaths (910 \[54%\]). Applying the common epidemiologic risk factors, 101 (6%) undiagnosed neuroinfectious deaths, an average of 9 per year, fit the typical pattern of PAM. Using ICD-10 codes for PAM, we applied the same epidemiologic risk factors to assess how many diagnosed cases would be captured. This grouping of factors captured 9 of 16 (56%) cases of PAM.

***Conclusion.*** While undiagnosed PAM cases likely occur, we estimate that this is a rare disease, with other epidemiologically similar pathogens accounting for some of the cases. Because not all PAM cases fit the typical profile, our estimate of 9 deaths per year likely does not capture all possible undiagnosed PAM deaths, evidenced by the fact that the epidemiologic criteria only applied to 56% of known cases. Using established risk criteria might be less effective because of the changing epidemiology of PAM, highlighted by recent cases in northern states and those with exposure to non-recreational water sources.
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